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INTRODUCTION

Peptide vaccines require adjuvants for efficient T cell stimulation and TLR ligands have been shown to have such adjuvant properties HZ'\' S "'2'\'\@
deiminasel

Mixtures of peptide with TLR agonists have been shown to be efficient for induction of CD4 and CD8 T cell responses however linkage of the peptide directly NH P HO (PAD)2 NF ,

to the TLR ligand have been shown to enhance responses(l). i o N

Amplivant Technology developed by ISA Pharmaceuticals makes use of a synthetic TLR1/2 agonist that can be chemically coupled to a synthetic long peptide :rf"\N N > r.f'\N N .

(SLP). H & Ho 4

Amplivant linked SLPs allow better processing and presentation by dendritic cells for induction of both CD8 and CD4 T cell responses®). P Pl

CD4 T cells are potent effectors but CD4 responses to self antigens are often attenuated.
Citrullination. A modification that occurs

Cellular stress induces autophagy which leads to modification of proteins recognised by the immune system (. One such modification is citrullination (cit). within stressed cells. Peptidylarginine

In the absence of inflammation, immunity is reqgulated, whereas in its presence CD4 responses to modified self-antigens are stimulated ), deiminase (PADs) enzymes are activated and
convert arginine to citrulline by altering the
Cancer cells citrullinate proteins ®). Citrullinated proteins in cancer cells include ubiquitous cytoskeletal protein Vimentin and glycolytic enzyme a-Enolase. positively charge aldimine group (=NH) group

of arginine to the neutrally charged ketone

Stressful conditions in tumour microenvironment leads to presentation of modified peptides on MHC class II which is a target for CD4 T cells. We have shown s
group (=0) of citrulline.

that these can be harnessed for tumour therapy ©.

In this study we examine the effects of direct peptide conjugation to TLR1/2 and TLR9 agonists on the stimulation of citrullinated peptide specific CD4 T cells.

Citrullinated peptides mixed with TLR9 agonist stimulate Thl responses Combination of citrullinated peptides
restricted through HLA-DR4 and HLA-DP4 which mediate tumour therapy with TLR1/2 agonist also induces Th1l
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Conjugation of peptide to TLR agonist enhances immune responses at lower vaccine doses
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Vaccination with low dose TLR1/2 or TLR9 agonist linked peptides mediate CONCLUSIONS
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